Recently, we clarified that a chimeric mouse line in which the liver could be replaced by more than 80% with human hepatocytes expressed human major CYPs in the liver. The chimeric mice exhibited a similarly efficient drug metabolism as humans. However, the expressions of other human drug metabolizing enzymes such as UDPglucuronosyltransferase (UGT) and sulfotransferase (SULT) were still unclear. In the present study, we investigated human major phase II enzymes in the livers of chimeric mice in terms of the mRNA, protein, and enzyme activity using real-time PCR, Western blot analysis, and HLPC, respectively. Some human UGT mRNAs, human UGT1A1 protein, and UGT2B7 protein were detected in the livers of chimeric mice. Morphine 6-glucuronosyltransferase activity is specific to human UGT2B7 but not to murine UGTs. This activity was increased in a hAlb-dependent manner, which is one of the indexes of the replacement by human hepatocytes in the livers of the chimeric mice. Similarly, some human SULT mRNAs, human SULT1A1 protein, and human SULT2A1 protein could be detected in livers of chimeric mice. Taking the expression levels of mRNA, protein, and enzyme activity into consideration, it is suggested that these chimeric mice exhibited a similarly efficient capacity of drug metabolism catalyzed by phase II enzymes as humans. In our presentation, other phase II enzymes will be described.
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